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The Objection to the Cl aims Should ' 



«• Claims 1,6, and.,16 are obje 
have been amended to remove the 
withdrawn, "' ' _ - 

- * Upon the allowance of a-gej 
^reserves the right to request 
be written in dependent form or 
generic claim as provided by 37 C 



ion- 



consideration 



wduld 



The-Reiection of the Clai ms Undeij 



1 



ge Withdrawn 



ted to because they recite non^elected species. These claims 
elected species. Therefore, the objection shouldte 



eric claim (i.e., claim 1 or-claira 16), AppUcant expressly 
of claims to additional species of FGF-2,.which would 
otherwise includjs all of the limitations of the" allowed - 
F.R."§1.H1. .« " ' - 



35 U.S'C.S1 12. First Paragraph. Shou ld Be Withdrawn 



- Claims 1-29 are rejected uiidef35.U.S,C.§112, first paragraph, as containing.subject 
•matter that was not described'in thji specification in such a way as to enable one skilled in the art r< _ 
to use the invention. This rejictioji is respectfully traversed. - f .. „ . .. 

The Office Action states tljat "the specification does not provide any guidance of how to - 
use-FGF to treat or prevent erectilj? dysfunction, because it does not disclose one single case 
where erectile dysfunction is treated or prevented using FGF" and that Ihe claims are not enabled 
-because the "specification does n<jt present any data showing that the admmistration .of. F.GF does 
treat or prevent erectile^dysfunctidn" (Office Action mailed November 18, 2002,.* pages 3 and. 
4, item 4a). As an initial matter; '^pplftant respectfully submits that in fact there is paper se-^ 
requirement of 35 U.S.cf §112, fijfst paragraph, enablement, that any particular spit of data suclw 



as experimental data'be provided 
one=of experimentationthat is not 
Procedure (MPEP) §2164M, "[t| 



"Instead, the requirement for adequate enabjetr^em is_simply 
unduer Thus, as statedin the Manual of Patent Emmjning 
[he test of enablement is whether one.reasonably skilledjn the_ 
" art could make or use the invention from~me_disclosures in the patent cfiupj«_wifli;iiJ©iBn^oiw 
-known infte art-withQUt undue ejjpeTimentatiotf'tquoting Unitedjtates v. Telecopies. /«c.,_ ^ 
J^57-F.2d 778, 785~8 USPQ2d l2l2,-1223JFed. Cir. 1988))_.~-- _ _ 

The presently claimed indention is basedlon anecdotal observations during ajjhase 1^ ~ 
'clirricat'trial investieamig.theTu^ of FGF-2 to treat coronary artery disease/& ^ ttgjpajents^ 
" received a single intraarterial infj^prTof recombinant FGF-2 at dpses.in>e range provided in 
-^Applicant's specificati6n^Durin|g the course of this cUnicaUrial, some of the pauentsreceiving 
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the FGF treatment volunteered that 



heir sexual activities were more satisfactory as a result of 
improved erectile function. Thus, ^ efficacy of the presently claimed invention h^already \. 
been demonstrated by AppUcant usL the methods disclosed in the prgsent specification. As >?> 
such, Applicant respectfully submit]? that the specification iSj^blingfor one skiUeoVin the art> 
"use the presentiy claimed-inventionj | _ T — - — 

" Further, Applicant' has disci ised the therapeutically effective doses of FGFJo be 

• adrrumsteted and has taught me - 
" speC ification,'for example, at pagesj4-6\ Applicant submits-that one of skin in the art can readily 
- practice the claimed invention havig been apprised of the disclosures* forth injhe present 

> specification, and can further assest the efficacy of the claimed methods, allof which can be 

r carried out without undue experimentation. In this manner, one need.adminisfer FGF at^lie' m 

* recommended dosage, ih abcordaie with a recommended route of administration^ and assess the 

* desired therapeutic response, i.e., In objective improvement in erectile function inthe patiently 
measuring the ability of trie patienj. to achieve and sustain an erection. See the specification^, 
example, at page 6." ~ 

to view of these remarks, ipplicant respectfaUy^ 
--for the claimea'invention-Accor|ngly,this rejection of the claims should be withdrawn. - • 

- Claims 6-tTand-2l-29 arj rejected under 35.U.S.C.§ 1 12, first para^aph, as containing. 
subject matter-that was not-descried in the specification in such a way as to reasombly^convey 
to one skilled in the art mat the iifentor had possesion of the claimed invention a^Jhe time the_ ^ 

* application was filed. _Thisreject|on is respectfully traversed: ^ ---d _ - 

The claims are drawn to ajmethod for treating-or preventing erectile dysfunction, or a ~ 
~~ method for unproyirfg ere^^ - — .. 
~ "therapeutieally.effective amount }f a-biofogically active fragment or mutein oftiteF-GF pfSEQ _ 
ID NO:2or4. The Officii Actio! notes ^ 

muteins aremot defined""(Office Action mailed November 1 8. 2003,lrt page" 5, .item - 
_ however, me definition of anlhfcogenicaU^ibiologicaUy active^fragmexU of FGF-2.(applying 

: found WageH, lines-19-26, states thatjie fragment "has . ^ 
i: f SEQ ID NO:2" and*"retains the angiogenic or^iplogical effect 



to bout SEQ ED NO:2 and J), as 
"about 80% of the J. 46 residues o 
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residues,of SEQ ID NO;2 or 4) and 
NO:2or4). - * 



oftJie.FGF-2 of SEQ ID NO:2." Trjis definition includes both structure > (having 80% of the. 



function (retaining angiogenic or biological^ffect of SEQ©. 



The Office Action fiirther sjites thatthe written description only discloses- the FGF of 
SEQ ID NO:2 and 4; and therefore a not commensurate in scope withthe^aims drawn to a, 
methods treating, improvini, or feventing erectile dysfunction, comprising adininistering a ^ 
therapeutically effective amount ofja biologically active fragment or mutein of SEQ ID NO:2 or 
4 However, on page 14, lines 22-24, angiogenically active muteins of FGF^Tare disclosed, as ^ 
those'described m U.S. Patent Nosj 5,859,208 and 5,852,177, both of which are incorporated by 
reference. -In addition, several bioigically active fragments of FGF-2Jmt-have terminal 
truncations are-disclosed on page js, lines 19-25 (as disclosed-in U.S,Patent No. 5,155,214), as 
well as the biologically active fragments disclosed in U.S. Patent No. 5,155,214 (page 13, lines . 
26-29) The specification states >e biologically active fragments .of a mammaUanFGF t 
typically* encompass those terminily truncated fragments of an FGF-2 that have at least residues 
' that correspond to residues 30-llcf ofrFGF-2 of SEQ ID NO:2; more -typically, at least revues 
thatcorre'spondtore S iduesl8-l^ofrFGF-2ofSEQIDNO:2.» The-requirement that the _ 
synthetic>eptides and hybrid FgI molecules will r.etain the-ability to bmd v^mFGE receptors is 
also included. Thus, numerous bilogically active muteins and fragmeu^of FGF* are disclosed 
in the specification, not merely s|iQ ID NO:2 and 4. 

"Furthermore, the specification provides'guidance as to which areas.of.FGF^2 are ; 
important for cellular and hepariJ binding, and rTotes that fragments; preferably retain both cell 
^bmkgsitesandatleastoneh^^g^ 5"J»W l«. Hnes 28-29. General. guidance^ 
as to conservaliyj substitutions t] be made fo generate FGF muteins is provided^ page 19, 
• line 18, continuing-throu g h paiei20.-line ^Example, of these conservative substituhons are 
r disclosed, such as the substitution ofserine forone or both of the cysteines at residue posiUons. 

87 and 92 o£SEQTD NO:2 or SEQ ID NO:4 (see page^, Unes^y. Methods_for _ 
~ introaucing point mutations are llso^disclosed (see page 20, lines 8-1 8)r ^ ■- - 
- - t U Applicant respectfilly submits that the specification#Tcloses a representative 
nuWoTdifferent sequences At retain biological activity and that could be used in the ^ ... 
methods of the invention, and alto provides structural criteria that explicitly enable ; such_ • 



' 
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^repossession oftheclaimed invention 

\agrhenU Accordingly, this rejection of tfee claims should be withdrawn. 



biological f ctivi^JTherefore, one Idlled in the art would recognize that the inventor was in 



and would have the ability {Seduce such a routem or. 



P(YNIf:LUSION ^1 
In view of the foregoing arnpndments and remarks, AppUcanTrespec^ully submitslhat . .. , 
3 pd claims,- and the rejection of the cjajrns under 35 U.S.C. -" - 

" §n2^rst paragraph, are now ove+ome, and this action is now uTcondition for allowance^ / 
- Early^notice to this effect is solicited- ™ the opinion of the Exarniner,a telephone interview, 
\ would'expeditethepros^^ 

undersigned- : " " ■^■'-^ . 

^ It is not believed that extensions of time or fees for rieUdditionof claims are required, , . 

.beyond those that may otherwise ^ provided ^ 

However, in the event tfi at additioLl extensions of time are necessary to allow consideration of 
"* this paper, such extensions are hereby petitioned under 37 CFR § 1.136(a), and .any fee reared 
* therefore (including fees for net.acJdition of claims) is hereby authorized to be charged to Deposit . 

- Account No. 16-0605. ■ ' r - . . : - - 

Respectfully submitted, " -. " 




asr~ 



- Leslie T. Henry 

- Registration-No. 45,714 



--sir. 



CUSTOMERNO. 00826 ; _ 

ALSTON St BIRD VkYL' \ 
-Bank of-America Plaza I 
ilOl South Tryon Sjreet. Suite 400|L 
Charlotte, NC,28280^000 | 
Tel Raleigh Office (919) 862-220(1 
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703-872^9306 ojv the dato-shownbclow^ - ^ 



n*pctor print rtomc of pmm si gnmS cort flcojrtwiO • 




Received from < > at 2/18/03 6:08:41 PM [Eastern Standard Time] 



FEB. -18' GT3 (TUE) 18:07 



In re: Whitehouse 
Appl.No.: 09/802,365 
Filed: March 9, 2001 
Page 9 of 11 



P,0 



.Vergiim witb itforirtngc Shaw Changes Made; — 



" In the Specification : ^ 
^ ^ Please amend^Vparagraphjbegiiuung on page 10, line 19?tottad as Allows: ^ 
- ;>Thus, the determination of rjercent identity between any two sequence's can be 
accomplished uling a mamemaneaUgorlthm. One preferrsd J .non-limiting examol&ofa 
mathematical algorithm-utilized fin the comparison of sequences is jhe algorithm of Myersjpd 
: Miller (1988) CABIOS 4: 1 f-17. Si^ch an algorithm is utilized in the ALIGN program (version. 
^ 2.0). which is part of the GCG sequence alignment software package. A PAM120 weight residue^ 
table, a gap length penalty of 1 2, a^d a gap penalty of 4-can be used withjhe ALIGN program 
" when comparing amino acid sequences. Another preferred, nonlimiting example of a 
mathematical algorithm for use iniomparing two sequences is me algorithm of Karlin and . , 
'Altschul (1990) PmcNatl Acad. L. USA 87:2264, modified as in Kajrtin and Altschul (1993) , 
^ Proc, Natl. Acad. Sci USA 90:587ji-5877. Such an algorithm is incorporated into the NBLAST 
andraLASTVograrr^^^^ BLAST nucleotide ^ 

searches can be performed with th| NBLAST program, score = 1 00, wordlength = 12,'to obtain 
' nucleotide seqiences-homologousjto a nucleotide sequence encoding the polypeptide of interest.. • 
BLAST protein searches can be performed with the XBLAST progranvscor^ - 50, wordlength - 
3. to obtain 'amino acid-swmence S Wnologous to the polypeptide of interest. To obtain gapped ' 
alignments for comparison purpoJes, Gapped BLAST can be utilized as described mjUtschuJ^ 
al (1997) Nucleic Acids Res. 25^389.. Alternatively, PSI-Blast can be used to perform an , 
iterated search that detects distanLlatioi^hips between molecules". See Altschul etal: (1997)^ 
' ' supra: When utilizing BLAST, dapped BLAST, and PSI-Blast programs, the default parameters 
- of the respective progTams feg., ±BEAST and NBLAST) can be used. See tiie^ebsujLat _ 

\ rvM „ 1r nih pwpirM.1, l mUhW Also see the ALIGN program (Dayhoff (1978) iti _^ 

^ Atlas' of Protein Sequence and siucmre 5:SuppL 3 (National Biomedical Research^undationr 
^W&mington, D.G) ami prograrrlffiin^'Wisconsii Sequence Analysis PactageTVersjon 8 

(available~fxom*Gehetics Compujer Group, M|disbn; Wisconsin), for example, the GAP^ ' 
program, wher£default parametcjt* of '^e"programs are utilized.^ ^ _ 
**_ >lease%nend the abstract, to read as follows: " — 
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Compositions and methods i br improving erectile function in a patient are 



Cornposmons^cornprise-one or raonj angiogenic agents or growth factors. Such agents^-growth 
factors are administered in therapeutically effective amounts^ treat or prevent erectile _ - ^ 
dyVfunction. Priarmaceiitical'comp|sitions comprising a therapeutically effective amoxmt.of.ar - 
least one-a^iogenic agent or growth factor and a pharmaceutically acceptable carrier are also 
providedTqyThe methods of the imlennon to improve erectile function and treat erectile ^ ~ 
dysfunction comprise administering at least a single unit dose of a pharmaceutical composition .. 
comprising the angiogenic agent or growth factor.eenerally at a local target^itehi the patient. It 
is recognized that increased benefit!? may result from multiple dosing, including intermittent 
dosing. * * 

T |\ the Claims : % 

\ please cancel claims 3 and ^8. 



Please amend claims 1, 4, i 16, 19, and 21 to read as follows: 

* lr (amended) A method for treating or preventing erectile dysfunctiou in a patient, said, 
method comprising adrranistering jo said"patient a therapeutic ally effective amount of^owth . 
factor; wherein said growth factor \p [selected from the group consisting of FGF.JBGF, PDGF, 

VEGF, and TOF]™™^"* f7 nwtl | ftSmg fFGF). *- 

" i - - 

4. (amended) The methadj of claim [3]2, wherein said FGF is FGF^2._„.^ 

" " -JS. (amended) The methwfoTd^^ 
" forth in SEQ ID NO~2, SEQ ID'NjP:4, [SEQ Ig£to76, SEQ ID NO:8i] of a biologically active - 

'Z^—~** fragment or mutein thereof, ^--j"^- — . ^ _ -i ^ 

^ - ""16. (amended) A method'for^improving erectile function in a manorial, said.method - ^ 
" - : r Ccompri'sine delivering at a target^e in said mammal in a ther^eutica^effective amount a^r 
" " ^-pharmaceutical composition, said composition comprising [a gwwth factor selected%in1he _ 
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* 



group costing of FGF, EGF, PEXp, VEGEvand TfiF] fibroblast growth factoKFGB arid a 



phannacButically Sceeptable carrier 

19. (amended) JThe method 

2.1. (amended) Themethoc 
7 fortiTin SEQ ID NO:2, SEQ ID MC 
* fragment or mutein thereof. 

MA01/2129E5lvl f 
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0fchirn[18]l7,wrieremsaidFGFisFGF-2.^ t. ' 

;of claim 19, wherein said FGF-2 comprises tffe^equ«nce set r 
:4,[ SEQ ID NO:6, SEQ ID NO:jy j>r a biologically active . . . 
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